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Introduction Table 1. Comparison of IVIVE Workflow Output with

In Vivo Data

Open-source IVIVE Workflow Figure 4. One-compartment Population-based PK Model

A critical challenge to implementing non-animal approaches for chemical
safety testing is linking in vitro assay results to potential in vivo effects.

* The IVIVE workflow is publicly accessible through the Integrated Chemical
Environment (ICE) web resource (https://ice.ntp.niehs.nih.gov/; Bell et al.
2017) developed by the NTP Interagency Center for the Evaluation of Chemical Input
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IVIVE Workfiow Input

— EAD corresponding to total chemical concentration:
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Discussion and Conclusion

Select one or more reference chemical lists

— EAD corresponding to unbound chemical concentration (default option): ﬂ”\t i - o ‘ The ICE IVIVE workflow provides an open-source, easy-to-use tool for IVIVE
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The workflow can be used to evaluate the correlation between in vitro and in
vivo activity for toxicologically relevant end points.

For chemicals lacking in vivo data, it can be used to predict relevant toxicity
potential, expediting the safety assessment process.
Run Workfiow

The Integrated Chemical Environment (lCE) provides high-quality, curated data from NICEATM and its ceiaia When evaluatlng estrogenlc aCt|V|t|eS, the range Of EAD estlmates produced

IVIVE workflow results Close

partners as well as other data resources and tools to support development of new approaches for by the workflow correlated well with the range of in vivo uterotrophic LELs for

assessing chemical safety. Learn more about ICE at https://ice.ntp.niehs.nih.gov/ . ) The figure shows an example of selecting workflow inputs, including in vitro metric, group of assays, and chemicals. For this the chemicals tested, suggesting the IVIVE approach provides valid estimates
F| g ure 3 . |V|VE WO r kfl ow OverV| ew example, we used the ACC, ER assays, and ER in vivo agonist reference chemical list. of in vivo estrogenic activity from in vitro ER pathway assays.
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